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vis m±fexm (D mmm m m-r z> . 



10 1f— JB*f»EAil«IBfe* (PRK) % - !f~aiHE«lltiJJgfifc«f (v— 

; las ik) % ftm®ffi.te¥<z>ftm^ffimzn, ftm&m&wmz 
jfe in a $ * s #> ©st m & $ tt t v > & v * <o & -e *> s . 

20 — ^T, y*^ h * (somatostatin) }3 % J* J* # A' * ^ fcfc ffi #|J ftO H ^ 

(somatotropin release inhibiting factor ; SRIF) £ IT, 1 9 7 3^{d 

hX*^^^#:aSjLttj£*LT*5 9. -tft-^h/S STR 1 , SSTR2 N S 
STR3, SSTR44o<tt^SSTR5 b^s^b $|lTV^, y-^h**^^ 

ttCJ^x ^*£ft\ fflUlC y v h ^ f y g^^i^ftf § c t $ lit 

5 (Mori, M. „ et al. , Neuroscience Letters, 1 9 9 7^, 2 2 3t, 3 
p. 1 8 5- 1 8 8). 
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y-r h^^te^frftKi^T, 

& -5 £ $ tl/T -5 (Ferriero, M. D. et. , Developmental Brain 

5 Research, 1 9 9 4 8 0t, p. 13-18), 

l^lfc, $ijg£lfc, fcl*l|5S, &mm£k*fr%iib)riX^Z (^2 0 02-5 1 5 
9 12, fcj-Jfc : WO 98/58646, EP 1 0 1 9 0 5 0) , 

h K (octreotide) fiM^W^/^^m^«^*5 J: TJ«^J3E^ • 

TS#:#g:A3!m0^^i: bTr1^|R$ttTV^5o MK.it; 
$4 K (lanreotide) 2-289599, *tJ& :EP389180) , 

AN - 2 3 8 2000-502055, : WO 97/19954, 

15 US 5 8 4 3 9 0 3) , PTR-31 73 2002-518339, 
:US6051554, US6355613) , SSTR2, SSTR 

3 ^Mfcsr^-rsr ^ >mm& (¥?m 2000-226373, : u 

S6329389) , y^r h**^^%:&fcmmWffiftm*mV, $|J£#i, 

20 2 0 0 0-19 1 6 1 5, :EP1123918) , y^ h^P^l^g. 

ffl 5 ! 2 - 11-209356, :US6352982), 
M*.t£, 5£ I 

X^X^Asn-Phe-Phe-Trp-Lys-Thr-Phe-X^Ser-X 4 
25 C X 1 J3Asp-Arg-Met-Pro-Cys, Arg-Met-Pro-Cys, Met-Pro-Cys, Pro-Cys^ 
fcteCysSr, X 2 «Arg*fc}*Lys^r, X 3 teSer* fcteThrSr, X 4 ^Cys-Lys^/c 
f*Cys^^i- 0 3 T'^^tt^y^ hx??-^mfe®i%mirz > K O^PB^l 
0-174587) , 




PCT/JP2003/013S03 



te£-em£frz>y-? Y**?-yvmm (#^2 001-518895, mj& 

WO 98/45285, EP977751) , 

5 MZ-tis ^ m 




teH-Z&£tb& y-* h^^f-^fjpWiM (#^2 001-519811, MJt : 
WO 98/44 9 2 1, US6063796) , 

Wfcti* s£ IV 




PCT/JP2003/013503 



&if-C^£*b5yT hX?^>"fcW}m(ft3t2 001-51981 2,tt]& : 
WO 9 8/4 4 9 2 2 % US 6 0 6 3 7 9 6) „ 
5£ V 



5 




NH 2 



C^4>. R n te, ^n^^lK-T-, ^T/S, H/istf^-f^ (C r C 6 ) T/v 
^A-S, ^t* (C,-C 6 ) T/^a^^^bjS^lUfcSTfcD ;Xf2, -CH 2 - 

fs^tJBH^&s:) ft^-^&tbsy-?- h^^^^r=f=^ h (ti 2 o o i 

10 -114761, :EP1086947A1) % 




PCT/JP2003/013503 



*^$^^y-7b^^fV7^^b (#§12 0 0 2- 3 4 9 8, **JE& 
US 2 0 0 1/04 7 03 0) „ 

MZ-ft, 5-yT~*J;-2 ( (2- ( YjV^I/- *~;V) -1, 

5 2, 3, 4-fh7t — t ^ / ] — 

^ fvi^^x/^ft if ids s t r 2 izfcmirZ) y-^hx 

V (US 2 0 0 2/9 1 1 2 5A1) % 
09 £.12* 5£ w 




o 



10 i£i£-em&1nZ> y-*? hXP^-^T =f-x h (US 2 00 2/9 1 0 9 0A1) 



PCT/JP2003/013503 

6' 




-T?^£Jx5 b^^^^T^n ^ (WO 2002/10192) „ 
i-^^^^y^fl^^: (WO99/b 440 1) % yvf^^f^Mil 

5 Sitt^ot/yh/fyilfr (wo 2 001/85718) % y-e b**^ 
y3»#:op Kfc ttfffl!5:4-7^ fc°^y ^^fl^cft: (WO 2 0 0 1 
/4 4 19 1) % 




Rh 2 

10 ^if-e^^tbSy-^ h^^^^T=?=^ h (US 6 3 8 7 9 3 2) % 

0!l Phe-V^o (Cys— D — Trp-Lys-Cys) — Thr- 
NH 2 t^§^5SSTR17^^h (W02 0 0 0/7 5 1 8 6) % 



WO 2004/039403 
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t 




•teZ-Q&ZXl&ik'&m (US6127343) % 
5£ X I 

f ^^^^ 
O OH | 1 

5 H 2 ^ — ' — CH 2 -NH— Cys-Tyr-D-Trp-Lys-Thr-Cys-D-Tyr — NH 2 
h^^fyTtD^ (WO20 00/1 0 5 8 9) % 




10 ?fe<!f-T?^$tb6 y*^ hX#*^>T X h (WO 99/22735, : U 

S6117880) % 

mx-te. 5£ xin 




F^^fyj^^ h (#*2 001-502712, *f 
15 fS:US 6 0 2 0 34 9, US 6 0 8 3 9 6 0) , 




PCI7JP2003/013503 



fcif-e^iXS y-r hXf^l/fDfcmm^ (#^2 001-525793 (*f 
Jfc : WO 9 7/43278, EP912551) , Mx.lt. n (Tyr- 

5 D-Trp-Lys-Val-Phe (4- (3-^ b ^r^? zn^/U) <{ K ? 

-Giy) ^^T^^tb^^-r ? y y-v b**f-^mufc 

2002-518409 (2t*& : WO 99/65942, EP1086131), 

^FSSf, I*^©^fiufffl^s s tr i jii^iftr^^* hT?fc-5^/^=f y 

^ffc 2001-527580 (^f^ : WO 98/54183, US622 

io 1 8 7 0) , w b^zj-is&m-fcmMmmmt vxw-y^-Mt&w m 

12 0 0 2-8 0 4 3 9, : WO 2002/000606) , b*# 

f^^c^Lx, n a T^^^^&mm-tz $ -#/w#y >mmfc m 

^2002-517500, : WO 99/64420, EP108610 

1) , ^Z^U^-'f- K (vapreotide, Sharon Gazal et al. , Journal of Medicinal 
15 Chemistry, 2 0 0 2^F, 4 5i, p. 1665-1671), y^ h*^^ 




H 



5 ^^Eft: 2002-348287) , jSZ.Xfy-? h^^^yi/t^;? 

20 -fc^LT^fpti^^^^^^i-s t°y ^rfify (^200 
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2-541260, MJ& : WO 2000/61587) ft £&$H £;ft,TV^„ 
(ophthalmic branch) fcSfc£>#jg<zm £ k> ¥&fim\Zfrlfi U *IJg|<Z>fl?^*P^:lEl 

5 m,ftm±&<Dmmt£¥izm< Mt>^x^z>z.bt>m&t$tix\,^z (Ke-Pingxu 

et al. Cornea, 1996 ^F, 1 5t, p. 235-239) 0 

10 

^um, ^—^-m^fmiE^mmmm (prk) „ w-if-^^gij^ 

flf ; LAS IK) \ *5£tf N Mfl^if^Iff t^K7-f 

So 

nmtoftmmftzvmmb vxmm-r^^mm^^vtc. 0 

25 (2) y-r h^^^-^S^^l&^tr^-ra^^Ellim^J, 

(3) y^ h^^^^^^Wj^Sr-g-^i-s Ky-rr^^ak 

(4) y^ h *?^>-&®fcftMm*^mTzftm±&&mmmM. 

(5) y-7 b^^^>-^^»jm^^^rt-s^i^#Mlft^#Jg{Eiiffl^^a 
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id 

(6) y^ h*?^>'&mftftW}m*tti-zftmto%m&mwmm.&.®, 

(8) h^^^y^Mimt5^^±MMffiE«E^ 

5 

io (id h*7jT4mmmmmmj$vo&M&-tz>iz&<Dy^ 

(12) fim±&xmmmmmmM&®&M&irzftib<Dy'? y^z^&m 

(13) ^ei#ig(ott^#js^ii^^s^ ztizmfcttrnzy-* hx^fyg 

(14) ^^moiu«^^^$tL5^m^^y^ v^^f-^mw-Y^m 
(is) K^-rr-r ^naLfc^s^fiu-y^ h^^fygfMi©ti 

20 (16) ^m±^^^«bfc:^^(cy^ h^^fygfMl©t^i 
y^ h^^fy$t#i^u y^ b^^^pi^fiMB&^fc©^ 

25 v\ yvh^^fyr^^h, yvM?fy» y-^ ^;**^:/T"?- 
p ^ * V % fix V n 5 t> <D 5 o 



WO 2004/039403 
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(octreotide) , #§g*P 2-289599 (StJ& :EP389180) fc|B^<D 
7^W-{ K (lanreotide) , ^ZfU^Y (vapreotide) t£ £ <D & * ? 
5 7"^ K, 2000-502055 (*fj& : WO 97/19954. US5 

8 4 3 9 0 3) Kl!Emtf>0iJ;UiAN- 2 3 8&£f<Z>y-v b * * ^ ^MlSt^ 
7^ K, 2002-518339 (ttJfc :US 6 0 5 1 5 5 4, US63 
5 5 6 1 3) {ilfB*S<£>0iJx.kf PTR- 3173 ft if <0^#^<ft; V t Y^Z^ls 
Mi£L#. #W 2 2 6 3 7 3 (Mfo :US632938 9)^#M 2 0 0 2- 3 4 

10 8 2 8 7 fcffl7jk(DT ^ ^m^fc, #§B 2000-191615 (ttfo : E P 1 
1 2 3 9 1 8) |ClB4fc0>3r«Kr 5 ^SSffc, Wll- 2 0 9 3 5 6 (^ 
fS:US 6 3 5 2 9 8 2) fcfB*fc©^aWb<e-4&, #M^1 0-174587 
dlB^O-^^- K®, 2001-518895 (ttffc : WO 9 8/452 

85, EP977751) , #^ 2001-519811 (jftJfc : WO 9 8/ 

15 44 9 2 1, US 6 0 6 3 7 9 6) *5 £tK#^ 2001-519812 (*t 

: WO 9 8/4 4 9 2 2 , US 6 0 6 3 7 9 6) fcllEittf) V t b * ^ ^^f£ 
ttlUx #M 2001-114761 (*tJ& :EP1086947A1) , #P 
2002-3498 : US 2 0 0 1/0 4 7 0 3 0), US2002/ 

91 125A1, US20O 2/9 1 0 9 0A1, US 6 3 8 7 9 3 2, WO 

20 9 9 / 2 2 7 3 5 (ttJfc :US 6 1 1 7 8 8 0), 2001-502712 
(M:US 6 0 2 0 3 4 9, US6083960) \Z.W>WLV> V Y * # 
T=?=-X K WO 2002/1019 2:j3 e fctf ? WO 2000/10589 ICfS 

|©yv wo 99/64401 {cfaico-f 5 ^y* y /MB 

mfc, WO 2001/8571 8^|a«Ot^^ ^Jt^ft^ WO 2 0 0 1 
25 / 4 4 1 9 1 {C|S^0 4-T 5: / J) ^fiSgft:, WO 2000/7518 
6tc!2^tf>S STR 17^=^ K US612734 3 {£|E^<D31iRl$ S ST 
R 4 «S^ffl SrW U J»l*ll*i&*ftMI Sr^-rflS-a-*. 2001-5257 

9 3 : WO 97/43278, EP91255 D^lS^oy^r h**^- 



WO 2004/039403 PCT/JP2003/0 13503 

id- 



XDftWjm*. 2002-518409 : WO 99/65942, 

EP108613 DizmMZW'C ? V yW-v hxff-^MWft, 0 
01-527580 efcf-J& : WO 98/54183, US622187 0)fE^ 
<D=^/U=f V l/ffimfc, WW 2002-80439 (ttJ& : WO 2 0 0 2/0 0 
5 0 6 0 6) {dfSi^O fcf y x^;Hb^il> 2002-517500 : w 

09 9/644 2 0, EP108610 l)fc|E^<£> 0 - jfrA-zK P /Vft^ffc, 
*5J;W^2 002-541260 (*N& : WO 2000/6158 7 ) MfBgS 

10 fc K ?s>K ^r?*, W*r. !7*>\ 

®mizmm-?&z> 0 m*.&. prk^lasik, fim®mt£k*(Dmm&<Dfe 

5 fete, ^^^atg^©T{e:#5^)^-h^l^* 
h^^^fzM^^-f 5 S STR2tfclV*3j;U«S STR4 

20 BS^^^ttSo 

7*1/7°^, ^fJHr/Wn % HtUm (**rT V ^m^f^i/V-l*. 

25 *^y, xt-tv >-m, XTTV vm^/^^ft^) , j^^i (x^-y^s 
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SriiMtfl L T^ffl-T S r £ >55 -? £ § o 

/K y/Hf ^K?3&t % ^P^Wy^Dn^ 
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14) 



, mmn (v^mmmm. mmmmm. ^^mmmm, mmmmm, ? 

/K ^b^^iF/i^x:? A, ft Knftifb^A, 

»-f-tb{i i < x ^3Sfb#Jf3:, gjfEE;« 2 2 9 3 4 3 mO s m£ 

is &5«£?,^o. 5~^j5. ow/v%»n, mmMnifo 0 . 0 

1~^J2. Ow/v%m if^Jf^O. Ow/vyoll^ 

^b3m$jo. ooi-ifii. 0w/v%igu:/j:5J;5MPt5o p Hp 

STPSJ3:if&0. 0 00 5w/vli0. 00 1w/v%, |5lO. 00 5w/ 
v%T?fctU _LI8f±|&l. Ow/v% 5w/v% |f|0. lw/v%, 

J&O. 0 5w/v%, iO. 0 lw/v%icHS§tl5, 

0. 0 1 w/v%^r-T5;£BSi&£> 1 ®$}2 0~^J5 0 n L, 1 B^cIU^BS 
£v\, 



WO 2004/039403 




PCT/JP2003/013503 



If* 



IUPAC — IUB Commission on Biochemical Nomenclature J: <5B&#$> 

5 -rt^ir-rSo 

DNA : ft^rv'iJ zj?^^ 

cDNA : ^tt^)x^-=ar^y tfmM 

DN a s e : f l^T— if 

S S TR : y*v h^^^g^ft: 
10 GAPDH : ^y-fe^T/V-^fc K- 3 -afc * !7 * — h-ffc Kn^t-f 

NGF : ttgMH^ 

A : 7f-y 

T : ^5 >• 

G : ^T~V 
15 C — > 

RNA : y##?Bfe 

mRNA : yty^-RNA 



G 1 


y 


: ^y » 


A 1 


a 




V a 


1 


: s<V > 


S e 


r 


: ~k y V 


T h 


r 




Cy 


s 


: i/^.x^ >- 


Me 


t 


: ^ftsy 


A s 


P 




Ly 


s 


: y^v 


A r 


g 


: T/l^-iX 


P h 


e 
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T y r 
T r p 
Pro 
A s n 
M e : 



10 in 2 ntgm v v^xn&Mifa t -t^nnisa* h (Dmrnwrn^-i-^mmmum 

f mm<D&mm ^-r 0 
m 3 n v f- <z> ^ m # m * ® m u ft & <o n m & % <o m & & ^ -r r 9 ? t & s . 

15 * ttaH«84-»fc«-r«**26«r^ (n = 6~ 1 2, 3p*&ffi±«2p«S|i % 

p < 0. 0 5) o 

-efc^o Alinyhn-;H|, Bte 1 0 »M3-? K»iw»©#siw 
(%) ^-t-^^7-efc<5o *li3yhn-/Hj:»t5ttll (n = 3, ¥■ 

mm±mmmm. p<o. 05) £^-r 0 
x*hz>„ Anmmtm. b^i hmmim c^o. i/imi^ 

25 2«HAP»©#j»lte«r^-#-o 
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5 i) fern®® 

mmmnm^x^omxvtcB^^m^^^ (*i2. o kg) ^fflu^ 0 

2) f*&2rife 

B &® ? ^ 5^ ^—/Wxylazine) : tr*?— A'(MMttr# $ >0 = 

0. 5 : 1 <Dm&m&nfaP%fr%t (0. 9mL/kg) U ^#J»#4:3felfi U 

io fc 0 ±«*:ifcjc^c>****K mf&k=jLwmto& : £h : ein&&vito trizoi 

Reagent (GIBC0 BRL^fcUD ^ffiV^fcAGPC^£ICJ: U , 6> R N A Srtt 

UJU DN a s e^Kci^/ADNA^^ibtt, SuperScripit II 
(GIBCOBRL&®l)^fflV>-C^^^S^^ : fT^ofCo c D Platinum Taq DNA 

polymerase (GIBCO BRLtt) Srffl V^T* 1 KW.iT Rm^ki^m^ £-&fc 0 

15 t^-*-- ri^iE*©*^^^ h^^g^fleS STR 2it^#M 

^^y-r-^- m&m&m •. m&m-z 1 ) issTR4i^#i«j7 , 7^^ 

- : BB^iJ#-^2) *r«JBbfc 0 Mil* J;tfG A P DHIiMoi 







(5*- 3') 




3 s 


SSTR2 


TGG CC6 TCT TCA TTT TCT GCT 
CGC CGC TCA CTT TGA CCA AG 

0E*l## : 1 ) 


1.5 mH MgCl 2 , pH 8. 4 

95X> (30#) , 58^ ( 1 #) , 72t ( 1 

#) 


SSTR4 


GTG GGC AAG ATG CGC GCT GTG 
AAT GGG GTT GGC GCA GCT GTT 

: 2 ) 


1.5 nM MgCl 2> pH 10 

951: (30fj>) , 58"C ( 1 #) , 72*C ( 1 

#) 

351J--Y # )V 



20 

3) ftfttirjft 
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S STR 2&£TfS STR4t^^-f /^RT-PCR^i *)M 
^rbfciBf*, j^jam^^V^T S STR2feJ:tJ5SSTR4t t>3§S£tf 5 i&£> bfr 

W»« 2 . !>^^HX#^U&(il^lt (In vitro 

5 mm) 

1) femmm 

2) mmi%. 

fe^Ittt, h^^^>-(CALBIOCHEM^tia, Lot B33795)*5£tfNG 

10 F(NGF-7S, Sigma^tM) Srtffi Lfc. Stfef y ^illlSft (PBS) 
ICIOOmM yvf^^fy, 2 0/ig/mL NGF-7Sl^i5i9^ 

3) KSfe^Sfc 

HX#^^BlS^»¥-il{*Chanb^>^^- (Kuan Y. Chan and Richard H. Haschke. 
15 Exp. Eye Res. 41: 687-699, 1985) £r##{£ LTffo fc 0 i~^t?^> % :e~7VV 

-^tn- h bfc 2 4^^^-7 B V— f (££-<— h) ^m£3fffi Ufc 

^BJja^C^l !7^/^fcfc«9^3 0 0 0£fflJ3££ U i^#^#(i5% CO a> 9 5% 
20 ^Hf^Ts 3 7°C^U7c:o Wtm. 5 %^ifo.*t (Fetal calf serum; FCS) 
Ssfln #-?JVs< y a <D^iE-r — F — 1 2 (Dulbecco' s Modified 

Eagle' s Medium/Nutrient Mixture F-12 : DMEM/F — 1 2) lfBMfc*H£ 
lilt 2 4R#Pfl*g^L it*i^FCSitt©DMEM/F-l 2 Jg#f£ 

25 ^T^>5^ : 

i mwk%m 
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IV fHjimMg/mLi:*SJ:5NGF^nUci 
4) fttiftIM 

(B) tt»n»©j»l!aS: % (C) temiW<Z>#fflJI&£r, (D) ii^Fjl 
10 ©JBBia«r, (E) telgVpcDM&^fr^ft^LTV^o 

M^PP^^J^T'^^-f^^^jgcD^^^feHfc (A) . luMy^r 

15 mas*PU^:»©»ll& (E) {£*sv^T^ N (A) lc:Ji;tfcLT9i e>fl>fc# 

!^1^^^J8WiK«J»f«O^IIR*njfcail6^b (In vivo KR) 

1) ISfflf&^J 

Wiiia^i^iAtfeftii. 5k g ~2. okg©*tt0*6fi«<? 

20 i^^r^^fflbfco 

2) ttKfef? 

tWS^Lty-7h^i?fy (CALBIOCHEMft:®*, Lot B33795) iNGF(N 
GF-7S, Sigma&M) *tiimVtc 0 WWtVuWKLs EtTIC/TtliU:^ U 

25 £#JM;£ : 

h y ?A 0. 9 g 

y >-^2tK^^ h y !>A • 2 7KfP#> 0. lg 

Tkgfcfb"?- h y ?A Si (pH7. 0) 
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20/ 

gL^mmm* mm. 

lOOmL 

3 ) Wtmirtik 

W^cfclz?? /Kxylazine) : tr # 7— JVlM^'rZ ^ = 0 . 5 : 1 
5 m&m&ffiteftSitt (0. 9mL/kg) U ^**»SrHlfeUfeo 

#6 mm£> h W*^T»ailBLx*:<0-bti[ 1 8 0^<D^j^^rR^M & 8. 

o^^o^^-e^uyto i^ttt^f), n=10), 
y^h*^>«£ (IOOmM, yvF^^fyM, n=12) $>£^ 
teNGFStfg (20n/mL, NGFg^ n = 6) S:50MLfo, 4 

<^^(31. P^^^y Mv Y&MWL (Tarivid ophthamic solution, Santen) $r 
iSRfi^lfc, i^itit2 3i3lC,It5 5±101 1 21$ HO Jig 88 (8 : 

oo^itr, 20 : ooMitr) fcK5££*tfc«r&£rt-T*i ^fcfc9 hzejr« 

U ^flfc. ^{^^J^f^Cochet-Bonnet ^^^J^tf (LUNEAU%fcM) ^rffiV>T, 
15 ff3Hlil, 2, 3, 4, 6Mg{cS!J^bfCo ^IJKftllfc (%) tt. &mfc<D 
^mm<Oto%& 1 0 0 % £ Lfc 0 
4) 

20 2ii@^i^ N «^*Att*nl6©ia*^»«> 31, 4Wtyvh 

#> bftfcCp <0. 05,Dunnett %kfe) 0 

^: (In vitro l&ifc) 
25 1) 

mut^mm^j; vmAvtcB*&&mw*? ( £^2-3 bd ^r^Lfc 

2) MMbK 

h W^-^- K (Octreotide; SMS 201-995, American Peptide Company, Inc.) 
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4 

3) &mi>m 

fflUj&gftl : HX#i&^flS<Z>¥Iit*Chanbtf>#ft£- (Kuan Y. Chan and Richard 
H. Haschke. Exp. Eye Res. 41: 687-699, 1985) £r##Kl UTfrofc 0 

tttffilLT, /f !) y^yC-3^-hLfc8!>x;l/^/^t-^7-f K (BECTON 
DICKINSON) £*WJj&«r««Ufco MtUS 1 ^A-fcfc 3 X 1 0 3 #|BJ&£ U 
5% C0 2N 9 5%S»T, 3 7 tHfc, *BJI&*&*|!:tt=a.— 
10 p^<— (GIBGO) |CB2 7t7'!J^^I> (GIBGO ; 0 . 0 2mL/m 

MMmmm) &mmm+izmijnvx2 4mmmmi>it 0 

: itH 2 4^W«ld % ajS^4%^7*/VA7/Wrt h*T*MT*2 

15 Itetiltt-5^a-a7^7^y h20 O^ft: (NF, Ant i-Neurofi lament 
200, Sigma) *rffl^T*M8*MS, tt5R43 J:^jeS:«3tejitefe Ufc. JfefejHMSW: 
£3fcJK*it d> b = ^ tf ~ - * fcHlfe itt®!) s m&M$r V 7 h (MacSCOP, 
MITANI CO.) £/ilv^:3-^ Kfc J; S^&^^2:tt##A^:^-fd^iXi 

4) 

25 =^ bn*-/W©«7^^HX#j^«8/iaSr.(B)« tnWKft*l»«10 

nfc 0 
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mfo<o&Mftmto*m&b3ritii(n = 3^ ¥-i%m±m&mm, P <o. 

5 0 5%) o 

ftT=?~X h<D%)%: (In VitroUffc) 

10 1) tiEmwiyo 
2) &mmn 

^.^mn-vh^ y-^ v * ? ^i/^^W-t ^ ^ * v t it, s str2#i^ 
r=r=^h-r?fes, 6 -7* ^ y — 2 - (3- (ih-'{/' k-^- 3 — /w) 

15 -2- ( (4- (2-*-3ry-2 N 3-v?tKP^^^^-l-^ 

t -7*3->v^*<T?v{£xr. <k&mi bffi~rz> 0 h ^.tu^ sstr4^ 

T^^h-e&S, 1- (3- (N- (5-^P^-t: o y 2--T/V) -N 

- (3, 4-^^t3P^V^/U) T^/) ^ntVi^) -3- (3- (lH-^f 
20 ^PSfV-A — ( ;V) ft!>W7(^T, it&VO 2 £^1-£ 0 ) 

/B L-feo -fb-a-^J 1 teWM 2001-519812 (WO 9 8/44 9 2 2), H 

nffl4<Dfc&m~?, mmm2(D^mi^^x^mvti 0 1^21^200 

1-525793 (WO 9 7/4 3 2 7 8)^MW 1 5 (DfB^^^V^^ Lfc„ 
3) KR^ttl 

25 $BJfei§# : ^f-dfHX#^^ia<^^ll^Chanb<^^ (Kuan Y. Chan and 
Richard H. Haschke. Exp. Eye Res. 41: 687-699, 1985) bTfro fc<> 
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H3t#^$ajJS£MiSl Ufdo KlISNeurobasal medium (GIBCO) (C1B27 

Supplement (GIBCO; Mti&tikg.. 2 % v/v) & «fc TJ*L-Glutamin (GIBCO; Mfel&g.. 
ImM) &85#nbfci##i&£fflV\ *g^3M*H3 N 5%C02, 95 % air, 100 % humidity, 
37 «€, 4 8&fmtVtc 0 mfotetf}) V t?yt3- h Ufc8«>ayW*^-Y— * 
5 7^f K (BECT0N DICKINSON) ^^J3 X 10 3 M/ 9 £ V^i/K y JJ v^T? 

/iM) Sr^PU75i 0 

W^-fe : 4 8 ^fK^iHTf, 96!? L b LfcMSr 4 % 

-a7^7^>'h?:!|tIfi«)Mt5^=a-D7^7^y b200#C#: (Sigma) 

4*7*^ V UfCo Uffli bfc#ffljfe_ht£50 jiL^O. 02% H 2 0 2 (Nacalai Tesque) 
*3j;t^0. 2% c^phenylenediamine (Sigma) £r^tf ^ ^ yil^Srtt UT30 
15 ^•^B-fe^-^fd^^ 50 uXtf>4. 5 M H 2 S0 4 (Nacalai Tesque) SriJlPLTSfS^ 

fltc^^-ny^ypt.^ MiUt, ftg^M^flt Lfc (Taniwaki T. , 
et al. Dev. Brain Res. (1995) 88, 109-166) „ 8$ zcfVij;Vf-^ — 9 K(£ 

20 ^b200#L#: (Sigma) SrJB^THje Ufc«:*:«rltefeU Alexa Fluor 5685^ 
— 3ctt# (Molecular probes) SrfflV^T^SWUfco 1£%mn£3ntcM}fe* 

4) suum 

(B)ttfls^*l«:*j»«aei iiMSSiDbfc^wjmil&Sr, (C)tete<£^2£r^ 
^o.i ^M^*Bbfcl$©#|BJ&£:^LTV^ 0 3yhB-;v|©«iisii^u 
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*nS^*5J;W^2^^-e^^^nO. 8 7 633j;tf0. 8 5 0tfeofc. 

mmm 1 mm 

10 y^f^^fy 50 mg 

%M 8 0 m g 

fl/-?^ 17 mg 

y 3 m g 

S§t;VP-7 10 mg 

20 y-^h^.^^^ 75mg 

•^~y~ Y—fr 7 5 m g 

=T~y-fls 1 7 mg 

y ^W.tUV^y^ J* 3 mg 

3 
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H 

ik&%J 1 7 5 0 m g 

li/ls-R^U* f/l/t;Vo- Y V !7 ^ 5 0 0 mg 

10 0 m L 

mmm 4 mmi 

2 5 0 m g 

zft 7 0 0 m g 

fcVW> jS* (pH7. 0) 

10 IfttM) 5 0 0 mg 

tKn^^^f/Vt/Hn-^ 0. 5 g 

xfhtthy 0. 05 mg 

^b-^Uvl^^ J* 0. 0 0 5mg 

15 ^4 1 0 OmL 

^m*f^7K8 0mL^8 0°C&-eMU t Kn^f^W/l/O-^ 

^!7#^rii**P^TpH^7{cPSi-5„ ^c«^7K^*P^LT 1 0 OmLlfc 
20 T^^7 5//t5, 

Sllt^bWtf K 112 mg 

D — h ' — ?V 4. 5 g 

y >m~7km-r h v o. i g 

25 7K^b^hy!7A 51* (pH 7. 0) 

1 O 0 m L 

mmmm7k8 omLwt^ h k, D--^~b-/K y>-m- 
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5 

fert^fUf^L AS I K?«f©^^f OiST^ 

20 ^ttlJRtt, B*T*lllI^|lt#i2 0 0 2-3 1 8 8 8 1*5j;t?#i200 
3-0 4 0 2 5 0£rSi££ Ut*5^ **T,fe©rtStt#ffiJfite^T^£*l, 
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io s. y^ h^^^^^w^Wim^m-r?>nm±&.xmmmm^mmm^Oo 

io. nmton®mmmmmj$,m*mmi-z>tcib<Dy^ v^z^-^^mt 
15 li, h*7jT^nsmmmMmi$m&M&^zt£&<Dy^hx??->'g:® 

12. ^J^±^^«^ffi|g^m^^^-t-?)fca6<Dy^ h**^^ 

14. ^^^^iHl^^^^^s^S^^yN' M^fyst^ft 

15. h^4T4Kmmvtcmmn^Ky^ y*?^&.mw-<fewm<o^ 

25 K7^7-f (7)Mm 

16. ^i^±^^^tiufc^s^^y^ vx?^>$:®fcYEmm<D^%)M 
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SSTR2 




| t£?Ur-J» te»r*«» «S^-» 



SSTR 



GAPDH 



R: Retina 

T: Trigeminal nerve 



SSTR2: 32 cycles 
SSTR4: 38 cycles 




D 



E 
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0 I 1 1 1 1 1 1 

0 1 2 3 4 5 6 
(51) 
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Sequence Listing 

<110> Senju Pharmaceutical Co. Ltd. 
<120> A medicine of the corneal disorder 
<130> 226-PCT 

<160> 2 

<210> 1 
<211> 41 
<212> DNA 

<213> Artificial Sequence 

<400> TGGCCGTCTT CATTTTCTGC TCGCCGCTCA CTTTGACCAA G 41 

<210> 2 
<211> 42 
<212> DNA 

<213>. Artificial Sequence 

<400> GTGGGCAAGA TGCGCGCTGT GAATGGGGTT GGCGCAGCTG TT 42 
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